Effects of antitumor agents on inducible prostacyclin production in vascular smooth muscle.
The effects of various antitumor agents were examined on prostacyclin production induced by interleukin-1beta in rat aortic smooth muscle cells. Stimulation of the cells with interleukin-1beta (2.5 ng/ml) resulted in a great increase of prostacyclin production, which was abolished by indomethacin (1 microM) or cycloheximide (2 microM). Daunorubicin at 0.1-1 microM inhibited the inducible prostacyclin production in a concentration-dependent manner. However, other antitumor agents (cyclophosphamide at 1-100 microM, 5-fluorouracil at 1-100 microM and vincristine at 1-100 nM) tested did not significantly affect it. Protein expression of cyclooxygenase-2 induced by interleukin-1beta was inhibited by daunorubicin at 0.1-1 microM, but was not affected by other antitumor agents. These results suggest that daunorubicin inhibits induction of cyclooxygenase-2 and subsequent prostacyclin production in rat aortic smooth muscle cells.